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Building 31, Conference Room 10

Bethesda, Maryland
March 11-12, 1999
Final Agenda'
March 11, 1999

Call to Order and Opening Remarks/Mickelson.........c.cooiiiiiiiiiiiiiianiinns, 9:00 a.m
Tab 2044 Notice of Meeting/Proposed Actions, 2/17/99 (64 FR 7964) (Page 6)
Minutes of the September 24-25, 1998/Mlickelson . .....vovvuvnnnsiiiiiiiieinriiannns 9:05 a.m
Tab 2045 September 24-25, 1998 Minutes (Page 11)
Data Management/Greenblatt ............oriiirrrirrrrrrsrrrorrsrerressssrencns 9:10 a.m
Tab 2046 Protocol List (Page 72)

Amendments & Updates {Page 114)

Safety Reports & Adverse Events (Page 120)

Protocols Not Requiring Full RAC Discussion (Page 124)
Tab 2060C Greenblatt Report (Page 492)
Withdrawn Request for the Amendment to Appendix D of the NIH Guidelines
Regarding the Introduction of a Gene Coding for Ampicillin Resistance into
Chlamydia trachomatis . ........coovviviisiirinenras C B st itereterestaeeraenns 9:25 a.m
Requestor: Diane Stothard, Indiana University, Indianapolis
Reviewers: Ando, Markert
Tab 2047 Federal Register background information (Page 201)

Stothard’s request (Page 202)

Article, Infection and Immunity (Page 204)
Tab 2059 Ando Comments (Page 469)

Markert Review (Page 470)

Stothard's Withdrawal (Page 474)
Amendment to Appendix B-I, Risk Group 1 (RG1)Agents ...........coviuviinnn... 9:35a.m
Requestor: Margarita C, Curras-Collazo, Univ. of CA, Riverside
Reviewers: Mickelson
Ad Hocs: Terence Flotte, Univ, of Florida (written review only)

Barrie Carter, Targeted Genetics, Inc. {(written review only)
Roland Owens, National Institutes of Health

Tab 2048 Federal Register background information (Page 209)
Curras-Collazo’s request (Page 210)
Article, Journal of Virology (Page 211)
ORDA letter to Curras-Collazo {Page 220)
Reviews from Flotte, Carter, Owens (Page 221)

'All times on this agenda are estimates. The actual time for consideration of an item may be earlier or later than
indicated.
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Tab 2054 ORDA letter to Spahn/Salk Institute (Page 403)
Spahn/Salk Institute Response (Page 404)
(Bl'eak ---------------------- IR NN D N R IR I I I I IR I B ] 10:00‘10:20 a-m-)
VI. Discussion Regarding Prenatal Gene Transfer Research.......c..cvoivieiiineinians. 10:20 a.m.
Reports: Mickelson, Mclvor, Markert, King
Participants: Dave Gordon, Joshua M. Gordon Foundation

Paul Billings, Council for Responsible Genetics

Tab 2049 Gene Therapy Policy Conference Conclusions {Page 228)

Working Group II Report/Clinical Research Issues {Page 230)

Working Group III Report/Ethical, Legal, & Societal Issues  (Page 2317)

Appendix M - NIH Guidelines {Page 246)

Public Comments (Page 258)

ORDA’s Response to Public Comments (Page 287)

Articles, Nature Medicine, Nature {Page 290)
Tab 2055 Working Group I Report/Preclinical Research Issues (Page 405)

Public Comment (Page 409)
Tab 2060D Draft Executive Summary (Page 492)

Billings Article/LA Times {Page 501)

RAC Statement-March 11, 1999 (Page 502a)
Working Group I Report/Preclinical Research Issues/Mclvor ........................... 10:20 a.m.
RAC Consensus on Working Group I Report/Mickelson ............................... 10:40 a.m.
Working Group II Report/Clinical Research Issues/Markert . ........... ... ... ... ...... 11:25 am.
RAC Consensus on Working Group II Repert/Mickelson...................... ... ...... 11:45 am.
(Ll.mch --------- R N N I N N NN ] LR IR I R ) dE e rerEe S 4044 ee 012:30‘1:30 p.m.)
Working Group III Report/Ethical, Legal, & Societal Issues/King ........................ 1:30 p.m.
RAC Consensus on Working Group IIT Report/Mickelson . ............................. 1:50 p.m.
(Break ..vvveiiiiinornnresussassorasresasasnsarsrnarearenssosanens 2:35-2:55 p.m.)
Impact of the RAC Consensus on Appendix M, Points to Consider/Mickelson .......... ... .. 2:55 p.m.

VII.  Discussion on Gene Transfer Vector Containment .. vvuuvvnnarnrennnnrsnrorancnnenes 4:00 p.m.

Presenter: Mickelson
Reviewers: Ando, Aguilar-Cordova
Tab 2050 Federal Register background information (Page 302)

Article, Journal of Virology {Page 303)
Tab 2056 Article, Journal of National Cancer Institute (Page 410)

Article, Proc. Natl. Acad. Sci. (Page 427)
Tab 2060A Vector Containment Table (Page 477)

VIII. Endof Session ............ Cerririsaeans ceeisae tiisessananans Cereserserrarunens 5:00 p.m.
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IX.

March 12, 1999
Opening Remarks/Mickelson .......cco uiiiiiinniiiiiiiiiiiiiiineeenssnisinnens
Presentation on Gonadal Biodistribution of Gene Transfer Vectors and the Potential
Risk of Inadvertent Germ-line Transmission ..........cooiiiiiinrenrnrenrnrrannns
Presenter: Food and Drug Administration (FDA)
Tab 2051 Federal Register background information (Page 316)
FDA Proposal (Page 318)
Tab 2057 FDA Questions for Discussion (Page 434)
Muscular Dystrophy Assoc Comment/Ross (Page 435)
Article, Gene Therapy (Page 438)
Article, Proc. Natl. Acad. Sci. (Page 445)
Tab 2060B Russ Lyons, GTI, Slides for Public Comment (Page 484)
Alan Goldhammer, BIO, Comments (Page 489)
Tab 2060E FDDA Questions and Answers (Page 503)
Presentations/King, Julou, Liu (Page 526)
Written Statements/ASGT, CFF, NHF, MDA,
Pittsb Theological Seminary (Page 546)
Gordon Article/Molecular Medicine Today {Page 565)
Presentations/Kazazian, Russell, High (Page 568)
FDA Introduction
—Suzamne Epstein, FDA ... ... ... . o e e
Expert Presentations
--Haig Kazazian, Univ. of Pennsylvania ............... ..o vl i,
--Lonnie Russell, Southern Illinois University ...............cciiiiiiiiiiiiinnnennn,
--Nancy King, Univ.of North Carolina .. ... ... i i i i e

FDA Approach to Preclinical Studies

Andra Miller, FD A Lo i i i e e e et e
(Break....ivvevavierssrscesrnonnsesssassrnas Cesevisatrsaienns 10:20-10:35 a.m.)

=Steven Bauer, FD A .. . it e e e e e e

IND Sponsor Data

-Katherine High, Children’s Hospital of Philadelphia .................................

~Christine-Lise Julou, Rhone-Poulenc Rorer . .......... ... it i

—Margaret Liu, Chiron Corporation .. ... ... ittt i e i e
{Lunch........ Cedssanereersesttat e st s ana s 11:40-12:40 p.m.)

4L} TA a1 o 1507 + L

RA C DHSCUSS IO « v s vt ittt ers v r e asaatstatsconnennsenaeonsenssennnsensneennen,

10:55 am,
11:10 a.m.
11:25 am.
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XL

XII.

XIII.

X1v,

XV.

Discussion on Human Gene Transfer Protocol entitled: 4 Phase I Safety Study in

Patients with Severe Hemophilia B Using Adeno-Associated Virus Vectors to Deliver

the Gene for Human Factor IX in Skeletal Muscle +..vvvvrvanniesinnseedosiinneniene.. 1:d5pm.
(Note: Portions of the protocol has been marked proprietary. Only the reviewers received

the marked proprietary information. The meeting discussion will be closed if the marked proprietary
information is discussed.)

PI: Catherine Manno, Children’s Hospital of Philadelphia
Reviewers: Mclvor, Friedmann, King
Ad hoc: Roland Owens, National Institutes of Health
Tab 2052 Protocol (Page 322)
RAC Members Recommendation {Page 388)
Reviews from King, Owens {Page 390)
Tab 2058 Reviews from Mclvor, Friedmann (Page 451)
PIs Responses (Page 456)
(Break.. ...covvvuenns Meereesrr et et aataaranrrrns trvareresras 2:30-2:45 p.m))
Other RACISSUES ...civivinrrrrrnnnsnarssrsonsvensssosrsssnsnsrsnssassssessss $:00pm,

Chair’s Closing Remarks/Mickelson .......cvvvsnnnsssccrsnssncssrinccnsisressras 5:00 pm.

Future Meeting Dates, Announcements/Mickelson ... ....ccooviiiiiiieiiianieesne.. 5:05 p.m,
Tab 2053 RAC/June 10-11, 1999, NIH, 31C, CR10 (Page 396)

Adjournment/Mickelson ........ Cesarressssesersraeseearns trerrerrsaserinsseass 5:10 pom.

e v e 9 v e i e e v vie S e e o e 9 e e e e o e e o o ol v e s e o o S T O T oo o o oA o ol i i o e e o e e e e e e e sl e e e e o e e e e e e e dr e e e o

Visit the ORDA Web site at:
http://www.nih.gov/od/orda/

For current information on Guidelines, Protocols, Principal Investigators, Meetings, and
information about upcoming Gene Therapy Policy Conferences
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